Background: Immigrants to Norway from South Asia and Former Yugoslavia have high levels of cardiovascular disease (CVD) risk factors. Yet, the incidence of CVD among immigrants in Norway has never been studied. Our aim was to study the burden of acute myocardial infarction (AMI) and stroke among ethnic groups in Norway. Methods: We studied the whole Norwegian population (n = 2 637 057) aged 35-64 years during 1994-2009. The Cardiovascular Disease in Norway (CVDNOR) project provided information about all AMI and stroke hospital stays for this period, as well as deaths outside hospital through linkage to the Cause of Death Registry. The direct standardization method was used to estimate age standardized AMI and stroke event rates for immigrants and ethnic Norwegians. Rate ratios (RR) with ethnic Norwegians as reference were calculated using Poisson regression. Results: The highest risk of AMI was seen in South Asians (men RR = 2.27; 95 % CI 2.08-2.49; women RR = 2.10; 95 % CI 1.76-2.51) while the lowest was seen in East Asians (RR = 0.38 in both men (95 % CI 0.25-0.58) and women (95 % CI 0.18-0.79)). Immigrants from Former Yugoslavia and Central Asia also had increased risk of AMI compared to ethnic Norwegians. South Asians had increased risk of stroke (men RR = 1.26; 95 % CI 1.10-1.44; women RR = 1.58; 95 % CI 1.32-1.90), as did men from Former Yugoslavia, Sub-Saharan Africa and women from Southeast Asia.
Background
Europe has become a multi-ethnic continent with increasing migration across borders. Ethnic minority and migrant populations consequently make up substantial proportions of European populations [1] . The immigrants in Europe are heterogeneous in relation to age, sex, country of birth, socioeconomic status, type of migration, and they also vary in risk of cardiovascular diseases (CVD) [2] . In Norway overall, approximately 13 % of the population are immigrants compared to 32 % in the capital Oslo [3] . A large proportion of these immigrants comes from developing countries where the rates of CVD are rapidly increasing [3, 4] . Immigrants from South Asia (countries such as Pakistan, Sri Lanka, India and Bangladesh) have a higher risk of coronary heart disease (CHD) as compared to local populations and other immigrant groups in the United Kingdom (UK), Denmark and Sweden [5] [6] [7] [8] . Increased risk of CHD in South Asians in other parts of the world has also been reported [9, 10] , suggesting a possible underlying susceptibility for CHD in this group. South Asian immigrants are prone to diabetes and metabolic disturbances such as abdominal adiposity, dyslipidaemia and hyperglycaemia [11] , this has also been documented among South Asians in Norway [12, 13] . Still, the burden of CVD among this immigrant group is currently unknown.
Few studies have assessed the risk of CVD among immigrants from Former Yugoslavia (including countries such as Croatia, Slovenia, Bosnia-Hercegovina, Macedonia, Serbia, Montenegro and Kosovo) settled in Western European countries. Previous studies from Denmark and Sweden report no marked differences in incidence of CVD between Former Yugoslavian immigrants and the native populations [6, 8] . A more recent Swedish study, however, found higher incidence of first time acute myocardial infarction (AMI) in male immigrants from Former Yugoslavia compared to native Swedes [14] . A recent Danish study also found higher risk of CHD among immigrants from Former Yugoslavia compared to native Danes [15] . According to a Framingham risk calculator, immigrants from Former Yugoslavia in Norway have been found to have increased predicted 10-year risk of CVD compared to other ethnic groups [16] . Whether the predicted risk reflects actual risk of disease in this immigrant group is currently unknown.
The incidence of CVD among immigrants in Norway has never been reported. This nationwide study aimed to describe the burden of acute myocardial infarction and stroke among immigrants in Norway, compared to ethnic Norwegians.
Methods

Cardiovascular disease in Norway: the CVDNOR project
The CVDNOR project contains CVD hospitalization data for the whole Norwegian population for the period 1994-2009. Hospital stays with ICD9 codes 390-459 or ICD10 codes I00-I99 were extracted from the Patient Administrative Systems in all Norwegian somatic hospitals from 1994 to 2009 (www.cvdnor.no). The database includes information on age, sex, dates of hospitalization and discharge, main and secondary diagnoses, procedures, departments, wards, time of transfers between departments/wards and type of hospitalization. It has been linked to The Cause of Death Registry, and The Population Registry containing demographic and socioeconomic data for all subjects. Further details on this database are given elsewhere [17, 18] .
Due to the young age distribution among immigrants in Norway, we included individuals aged 35-64 years (N = 2 652 123) at risk of having an AMI or stroke during 1994-2009. Country of birth was used to identify immigrants (born abroad with at least one parent born abroad). We therefore excluded persons with missing information on country of birth (n = 1 310), and individuals with a foreign country of birth whose parents were both born in Norway (n = 13 746). Some small countries were also excluded (St. Helena (n = 5), the British Indian Ocean Territory (n = 1), the Maldives (n = 2) and the Falkland Islands (n = 2)), leaving a total sample of 2 637 057 individuals for analyses. The population at risk was updated January 1 st each year during 1994-2009. We grouped the immigrants into 14 larger regions (see Additional file 1: Table A1 ). Countries of birth with sufficient numbers were also analyzed individually in addition to the regions.
We identified hospitalizations with AMI (ICD9: 410;  ICD10: I21, I22) or stroke (ICD9: 430, 431, 434, 436;  ICD10: I60, I61, I63, I64) as main or secondary diagnosis and deaths outside hospital with AMI or stroke as underlying cause of death. For each individual, we included up to 3 events. However, a few individuals contributed with more than 3 events (maximum 6 events) if they had at least 7 event-free years between their third and fourth event. Most of the individuals experienced only one event (88 % of the individuals with AMI and 80 % of the individuals with stroke) during the study period, and 99.9 % experienced ≤ 3 events (both endpoints separately). Additional events were excluded to reduce the possibility of counting events more than once. For the same reason, we only included events with stroke as secondary diagnosis when the main diagnosis was other than rehabilitation. Hospitalizations or deaths occurring ≤ 28 days after a previous hospitalization were considered part of the previous event.
Statistical analyses
AMI and stroke event rates were calculated using the number of events (numerator) divided by the number of person-years from the population at risk during 1994-2009 (denominator). Persons aged 35-64 contributed with one person-year to the denominator every year they were registered (on January the 1 st ) as Norwegian residents. Age-standardized AMI and stroke event rates with 95 % confidence intervals (CIs) were computed using the direct standardization method, [19] stratified by ethnic group and expressed per 100 000 person-years. The Norwegian population of year 2001 was used as standard population and 5-year age strata were used for the standardization.
Poisson or negative binomial regression analyses (when goodness of fit test for the Poisson model was significant) were used to compute rate ratios (RRs) enabling us to control for calendar year to account for time trends in AMI and stroke. Ethnic Norwegians was the reference group and we adjusted for age in 5-year age groups and for calendar year as indicator variable. All analyses were performed in Stata 13.
Sensitivity analyses
We repeated the Poisson regression analyses including only 1 event during the whole period to see whether it influenced the estimates.
In addition to the main analyses, we have also calculated AMI and stroke event rates for a wider age group; 35-89 (see Additional file 1: Tables A2 and A3).
Attributable fractions
We calculated the attributable fractions (AF) for groups with increased risk of AMI and stroke (immigrants from South Asia and Former Yugoslavia) using the following formula: AF = (RR-1)/RR [20] . The AFs indicate how much the event rates would have been reduced if the immigrant group had the same risk as ethnic Norwegians. RRs from the Poisson regression model were used in the calculation.
Ethical considerations
The project was approved by the Regional Committee for Medical Research Ethics, Health Region West.
Results
During 1994-2009, 1 348 744 women and 1 288 313 men aged 35-64 resided in Norway. Immigrants from 14 different regions totalled 282 485 subjects (45 % women), which constituted approximately 11 % of the study sample.
During the study period, we observed 67 683 AMI events in 59 314 individuals (20 % women) of whom 3 726 were immigrants. Correspondingly for stroke, we observed 43 252 events in 34 392 individuals (37 % women) whereof 2 078 were immigrants.
Acute myocardial infarction
In Table 1 , we show age-standardized AMI event rates for regions and countries of birth. The overall crude AMI rates were 389 per 100 000 person-years in men and 101 per 100 000 person-years in women. Men from all regions had higher standardized rates than their female counterparts, and for most regions this gender difference was 3-fold. For most of the ethnic groups this gender difference was statistically significant (the CIs did not overlap), whereas for three small groups (China, Central America and Oceania/Pacific) the confidence intervals were wide and overlapping.
RRs for AMI, adjusted for age and calendar year, are shown in Fig. 1 . Compared to ethnic Norwegians, immigrants from South Asia had the highest risk of AMI which was more than 2-fold in both men and women.
Immigrants from Central Asia had comparable AMI risk as the South Asians, but the CIs for the estimates were wide demonstrating uncertainty.
Immigrant men from Former Yugoslavia and the Middle East had around 50 % increased risk compared to Norwegian men, and immigrant women from Former Yugoslavia had a 75 % increased risk compared to ethnic Norwegian women.
Among countries of birth within South Asia (Sri Lanka, India and Pakistan), immigrants from Pakistan had the highest event rates of AMI. Men from Sri Lanka and India also had high rates compared to ethnic Norwegians (Table 1) .
East Asian immigrants had the lowest risk of AMI with a RR of 0.38 for both men and women ( Fig. 1) . Immigrants from North America, Western Europe, and Southeast Asia, and immigrant women from Eastern Europe also had lower risk of AMI compared to the local population in Norway. Immigrants from North Africa and Sub-Saharan Africa had reduced risk of AMI, although not statistically significant in women.
Stroke
In Table 2 , we show age-standardized rates of stroke for regions and countries of birth. The overall crude stroke rates were 193 per 100 000 person-years in men and 116 per 100 000 person-years in women.
As for AMI, men had generally higher rates of stroke compared to women, although this was not true for immigrants from Southeast Asia, Central Asia and Central America, where women had similar rates as their male counterparts.
RRs for stroke, adjusted for age and calendar year, are shown in Fig. 2 . In general, the ethnic differences in stroke risk were less consistent across genders compared to the differences in risk of AMI. For example, men from Former Yugoslavia and men from Sub-Saharan Africa had significantly higher risk of stroke compared to ethnic Norwegians (RRs of 1.28; 95 % CI 1.09-1.49 and 1.44; 95 % CI 1.20-1.74 respectively) but women from these regions did not have higher risk.
Immigrants from South Asia formed the only group with increased risk of stroke in both genders.
Reduced risk of stroke was seen in immigrant men from North Africa and North America. Slightly reduced risk was also observed in Eastern European men and Western European women.
Attributable fractions
If South Asians had the same risk as ethnic Norwegians, their risk would have been 52.4 % and 55.9 % lower than their observed risk, corresponding to a reduction of 63 out of 121 and 431 out of 771 cases of AMI (in women and men respectively) during the 16-year study period. In immigrants from Former Yugoslavia, the corresponding fractions were 42.9 % (representing 40 out of 94 AMI cases) in women and 33.3 % (representing 125 out of 374 AMI cases) in men. The AFs for stroke were 36.7 % in South Asian women and 20.6 % in South Asian men. For Former Yugoslavian men, the AF for stroke was 21.9 %. We did not calculate the AF for stroke in women from Former Yugoslavia since we did not find increased risk of stroke in this group.
Sensitivity analyses
The sensitivity analyses including only 1 AMI or stroke event per person had little influence on the estimates.
We found similar risk patterns for AMI in the wider age group, 35-89, as we did in our main analyses (see Additional file 1: Table A2 ). For stroke, the risk pattern was somewhat different when including the wider age group. Among men, immigrants from Eastern Europe constituted the only group with significantly increased risk of stroke (according to the 95 % confidence intervals) compared to ethnic Norwegians (see Additional file 1: Table A3 ). Among women, immigrants from Former Yugoslavia had significantly increased risk of stroke 
Discussion
This is the first study to describe the burden of CVD among immigrants in Norway. Our study showed that ethnic groups vary in risk of AMI and stroke, and identified differences in absolute and relative risk. Particularly immigrants from South Asia and Former Yugoslavia were found to have increased risk of AMI compared to other ethnic groups. Despite the relatively young population, we found high numbers of attributable cases in these two immigrant groups. The high numbers illustrate potential benefits from prevention in these high-risk groups. When compared to ethnic Norwegians, immigrants from Western Europe, North America, East Asia and Southeast Asia had reduced risk of AMI, both men and women. Only immigrants from South Asia had increased risk of stroke in both men and women. Immigrants from South Asia had the highest risk of AMI, more than two-fold compared to ethnic Norwegians.
They also had increased risk of stroke. This corresponds well with previous Norwegian studies reporting high levels of cardiovascular risk factors among South Asian immigrants [13, 16, 21, 22] . It was also concordant with the UK literature reporting a particularly high risk of CHD and a higher risk of stroke in immigrants from South Asia compared to the general UK population [5, 7, 23] . While elevated risk of CHD in South Asian populations has been documented in several countries around the world [24] , the risk of stroke in this immigrant group has received less focus, especially outside the UK. Within the UK, however, immigrants from South Asia have been found to have increased risk of stroke compared to the native European population in England and Wales, but not in Scotland [25, 26] . The latter possibly due to high stroke rates in the white Scottish comparison population. South Asians come from a region with a high prevalence of stroke, especially in the urban areas. It has been stated that South Asia probably contributes to more than 40 % of the worlds' stroke related deaths [27] . This fraction is, however, somewhat uncertain, since there is a general lack of population-based studies on the occurrence of stroke in this region [27] . Moreover, most of the available studies are conducted in India and might not be generalizable for the whole region.
The increased risk of CVD in South Asians is not fully understood, but differences in metabolic risk factors have been found to account for some of their excess risk [7, 10] . A recent prospective study from the UK found that waist-to-hip ratio was the individual risk factor that best attenuated the increased risk of CHD in South Asians compared to Europeans, although the risk remained significantly elevated also after adjustment (SHR 1.45, 95 % CI: 1.28-1.64) [7] . With regard to stroke, the same study found that diabetes was associated with a 2.5-fold ageadjusted incidence of stroke in South Asian immigrants. Former Yugoslavia and Eastern Europe are two geographically close regions. Yet we found that immigrants from these two regions had very different risk of CVD. While immigrants from Former Yugoslavia had elevated risk of both AMI and stroke (the latter in men only) compared to ethnic Norwegians, the immigrants from Eastern Europe had similar or even reduced risk of both cardiovascular endpoints. This difference in risk might be related to differences in selection through migration. Concerning immigrants from Former Yugoslavia, increased risk of CVD could be related to traumatic war experiences prior to migration, since a great proportion of Former Yugoslavian immigrants came as refugees from the Balkan wars in the 1990's [28] . Posttraumatic stress disorder is associated with increased risk of CVD [29] , and psychosocial factors constitute an important risk factor for myocardial infarction and stroke [30, 31] . Immigrants from Eastern European countries are, to a greater extent, labor migrants and may therefore be a healthier group compared to the general population in their home countries. This would be in accordance with the "healthy immigrant effect" hypothesis [32] . Studies addressing the healthy immigrant phenomenon in Europe have, however, found mixed results [32, 33] . One of these studies grouped all immigrants into one group and compared them with the native populations of their host countries [33] . This has its limitations since different immigrant groups often vary in health, as demonstrated in the present study. Also, the healthy immigrant effect might not apply equally to all immigrant groups. The healthy immigrant effect is, for example, not evident in refugees [32] . In our study, lower risk was observed in immigrants from North America and Western Europe. This reduced risk could potentially, to some extent, be explained by the healthy immigrant effect since the reasons for migration for these groups are often related to work, family or education [34] .
Another explanation for the healthy immigrant effect is the phenomenon of unhealthy remigration, also known as the "salmon bias" [35] . The salmon bias refers to a compulsion to die in ones birthplace, and is expected to be more pronounced among older immigrants, since they often experience more health problems than the young. Although originally proposed for mortality data, the salmon effect is also relevant for morbidity data. Since we cannot rule out the possibility that immigrants in our study have experienced AMIs or strokes when visiting their home countries, the salmon effect could potentially contribute to an underestimation of AMI and stroke rates. The investigation of the salmon bias has, however, so far been scarce and the documentation of an existing effect is ambiguous [35] [36] [37] . A recent European study examining emigration from Denmark found, in fact, lower probability of emigration for immigrants with severe diseases [36] . The high risk of CVD found in immigrants from Former Yugoslavia is in accordance with high levels of cardiovascular risk factors previously reported in a Norwegian study for this group [16] . Studies from Sweden and Switzerland have also reported high levels of cardiovascular risk factors in Former Yugoslavian immigrants compared to the native populations, especially concerning overweight and obesity [38] [39] [40] . Available information on CVD mortality and morbidity in Former Yugoslavian countries also indicate high rates compared to Western European countries [41, 42] . Only a few studies have reported the incidence of AMI among immigrants from Former Yugoslavia settled in Western European countries, and the findings are somewhat inconclusive [6, 8, 43] . A case-control study from Austria reported increased risk of AMI in young (≤40 years) immigrants from Former Yugoslavia compared to native Austrians [43] . Meanwhile, a register-based study in Denmark did not find increased risk of CVD in this immigrant group compared to native Danes. The women from Former Yugoslavia did, however, have increased risk in some adjusted models [6] . All estimates in the Danish study were adjusted for marital status. In the present study, we have only adjusted for age and calendar year. Thus, a lack of social support indicated by marital status could possibly explain some of the discordance between the two studies. A more likely explanation, however, relates to the fact that the Danish study did not include war refugees. Consequently, the Former Yugoslavian group in the Danish study differed from our Former Yugoslavian group in a way that could have influence their risk of CVD.
Men
As discussed, we found the highest risk of AMI in South Asians, and interestingly, the lowest risk was also observed in immigrants from Asia. Immigrants from East Asia had the lowest risk of AMI and Southeast Asians the second lowest risk. This concur with the literature reporting lower burdens of CHD in East Asian compared to Western populations, but not a lower burden of stroke [44] . The latter also confirmed in our study.
African Caribbean immigrants in the UK have reduced risk of CHD and increased risk of stroke compared to the European UK population [7] . We found decreased risk of AMI and increased risk of stroke in immigrant men from Sub-Sahara African countries concordant with UK findings.
In this study, we focused on a relatively young population regarding CVD risk. Consequently, our results concern the risk of getting CVD in an early age. In agreement with our findings, studies have found that South Asians acquire AMI in earlier ages than other ethnicities [30, 45] . Also, the previously mentioned study from Austria reporting increased risk of AMI in young immigrants from Former Yugoslavia [43] corresponds with this.
The mechanisms underlying ethnic differences in CVD are complex, and to explain the causes of the observed differences in CVD rates is beyond the scope of this paper. Numerous studies have tried to find explanations for the increased risk of CVD in South Asian populations, but so far, it is still not clear how much can be attributed to genetic and/or environmental factors [46] . Referring to the different stages of the epidemiologic transition, we know that CVD rates are dynamic and can be influenced by societal, demographic and environmental changes [47] .
Strengths and limitations
This study has several strengths. First, the large sample size and national coverage make the findings relevant for the whole population in Norway in this age range. Also, the large sample size made it possible to analyse some countries of birth individually. This is a strength because of the heterogeneity in aggregated ethnic groups [48] .
By using register data we minimize possible selection bias, although selection bias related to different use of health care services in immigrant groups [49] could possibly be present. We expect this to be limited, however, since we have focused on serious conditions and also included CVD deaths outside hospital. By updating the population at risk every year, we took possible emigration into account. Only immigrants with a valid personal ID were included in this study, thereby excluding individuals currently seeking asylum, tourists and some guest workers [50] .
The AMI diagnosis in hospital discharge data in Norway have not been validated, but studies from Denmark and the Netherlands indicate a positive predictive value of about 90 % when AMI is coded as the main diagnosis [51] [52] [53] . Incident stroke discharge diagnosis was validated for a region in central Norway for the period 1994-1996 using a population-based stroke register as "gold-standard" [54] . The discharge data were found to overestimate the incidence of stroke, but the validity improved when restricting to acute stroke diagnoses. In the present study we have only used acute diagnoses for both endpoints and have also made other restrictions to reduce possible overestimation such as using the 28-day rule when defining events (see the methods section) and restricting the number of events per person. Also, since overdiagnosis and wrong coding of incident strokes happen more often when stroke is the secondary diagnosis [55] , we excluded strokes coded as secondary diagnosis when the main diagnosis was rehabilitation. In a Danish study, AMI coded as secondary diagnosis had only slightly poorer validity, and the combination of National Hospital Registry data and National Death Registry data were found to be valid for monitoring CVD in the Danish population [53] . The validity of both the AMI and stroke diagnoses is unlikely to differ across the ethnic groups, and thus, it is unlikely that the validity of endpoints may have had any influence on the observed ethnic differences in CVD.
Conclusions
This study identified ethnic differences in risk of AMI and stroke in the Norwegian population aged 35-64 years. In particular, immigrants from South Asia and Former Yugoslavia had increased risk of AMI and stroke compared to ethnic Norwegians. Immigrants from North Africa, Western Europe, Eastern Europe and North America had similar or reduced risk compared to ethnic Norwegians.
This study has identified ethnic groups that should be targeted in future prevention efforts in order to reduce social health inequalities in Norway.
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